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INTRODUCTION
Globally, respiratory syncytial virus (RSV) is a major cause of hospital admission in infants \1 year of age [1] . Mortality data demonstrate that RSV kills more infants in this age group than any other single pathogen with the exception of malaria [2] . Environmental factors and individual characteristics carrying increased risk of RSV-associated acute respiratory tract infections include low birth weight, being a member of a multiple birth, smoking during pregnancy, having siblings, day care attendance (or sibling attendance), living in a crowded household, low parental education, second-hand smoke exposure, history of atopy and lack of breastfeeding [3] [4] [5] [6] [7] [8] [9] [10] . Notably, being male carries a risk ratio of 1.425:1 compared with being female [11] .
Certain high-risk groups including premature infants, infants with bronchopulmonary dysplasia (more commonly referred to as chronic lung disease of prematurity) and those with congenital heart disease are particularly vulnerable to severe RSV disease [12, 13] . RSV is more likely to progress to the lower respiratory tract and cause more serious disease in these high-risk children compared with otherwise healthy term children. Furthermore, the course of illness tends to be more severe in these children versus otherwise healthy term children, and is associated with higher rates of hospitalization, intensive care unit admission, mechanical ventilation and death [14] [15] [16] [17] [18] .
The RSV burden of disease is relatively well characterized in Western Europe; however, there are limited epidemiologic data available for Central and Eastern Europe (CEE) and the developing world. Mortality data are especially difficult to ascertain as the majority of children in developing countries die outside of the hospital setting [19] . Characterization of children with severe RSV disease is critically important to inform health care authorities to target interventions that maximize population health. The present study aimed to characterize RSV disease incidence and severity among premature and term children in CEE. We evaluated the severity of RSV-associated Diagnoses of these conditions were based on the individual physician's experience and local practice guidelines.
METHODS

Study Design
Statistical Analysis
Standard descriptive statistics were used to describe the data: counts and percentages for categorical data, mean and standard deviation for continuous data, and absolute frequency for incidence of cases. The denominator used to determine the incidence of ICU hospitalization and death was the total population of children \1 year of age hospitalized with an LRTI at participating sites during the study periods.
Calculation of incidence did not include compensation for the use of seasonal data versus year-round data.
The type of admission diagnosis was compared between groups via two-sided Chi-square tests on a 5% level of significance.
Duration of hospitalization and duration of supplemental oxygen administration was compared between groups by means of two-sided t tests on a 5% level of significance.
The influence of admission diagnosis on the observed effects was investigated by means of two-sided t tests on a 5% level of significance The influence of GA at birth on admission diagnosis, ICU hospitalization, use of bronchodilators and oxygen administration was compared between groups using two-sided Chi-square tests at a 5% level of significance.
The influence of GA at birth on the duration of hospitalization, duration of ICU hospitalization and duration of oxygen administration was assessed using analysis of variance at the 5% level of significance. All statistical analyses were carried out by means of the SAS Ò package
Therapieforschung mbH, Munich, Germany). were term. The majority of the population was male (58.3%) and younger than 6 months (69.1%) at the time of admission. RSV prophylaxis had been administered in 2% (n = 68) of the entire cohort. Demographic and clinical characteristics of the study cohort are summarized in Table 3 . No substantial differences in age at admission were observed among the considered strata. The proportion of children with an admission diagnosis of bronchiolitis (with or without pneumonia) significantly increased through the GA strata, ranging from 34.3% in the B28-week stratum to 78.9% in the C37-week stratum (P\0.001). The mean duration of hospitalization decreased significantly through the GA strata, ranging from 29 days in the B28-week stratum to 9 days in the C37-week stratum (P\0.001).
RESULTS
During
The proportion of cases requiring ICU hospitalization decreased significantly through the GA strata, ranging from 54.3% in the B28-week stratum to 14.1% in the C37-week stratum (P\0.001). The length of stay in the ICU was comparable in the 33-to 36-week stratum and the C37-week stratum (7 days for both groups); however, the duration was significantly longer in children with GA\33 weeks (P\0.001; 17 days in the 29-to 32-week stratum and 19 days in the B28-week stratum). Overall, the observed differences in length of stay in the ICU were statistically significant (P\0.001) across the GA strata.
The proportion of children requiring supplemental oxygen significantly decreased through the GA strata, ranging from 80.0% in the B28-week stratum to 47.6% in the C37-week stratum (P\0.001). Duration of supplemental oxygen use also significantly decreased as GA increased, ranging from 19 days in the B28-week stratum to 5 days in the C37-week stratum (P\0.001). The proportion of children treated with bronchodilators increased through the strata, ranging from 60.0% in the B28-week stratum to 83.1% in the C37-week stratum. Regarding outcome at discharge, the proportion of children who recovered completely ranged from 31.4% in the B28-week stratum to 52.4% in the 33-to 36-week stratum. There were 12 deaths, with the proportion of deaths decreasing with increasing GA. Among them, six premature children (three deaths in each of the B28-and 29-to 32-week strata, one death in the 33-to 36-week stratum) and five term children died.
DISCUSSION
The main objective of this multinational study was to characterize the severity of RSV-associated LRTI disease among premature and term CEE children younger than 1 year across two RSV seasons. Our analysis of 1423 RSV-positive children demonstrates substantial morbidity in the first year of life among children hospitalized for RSV LRTI in CEE. Consistent with other geographic regions, premature children with chronological age \1 year are at greater risk for ICU intensive care unit, LRTI lower respiratory tract infection, ND not determined, RSV respiratory syncytial virus * Statistical significance was determined using two-sided Chi-square tests on a 5% level of significance Statistical significance was determined using analysis of variance on a 5% level of significance Premature children were more frequently hospitalized due to pneumonia (with and without bronchiolitis) than term children (51.5% vs 28.8%; P\0.001). The observed differences in admission diagnosis might reflect different hospitalization strategies for premature and term children. We cannot determine from this analysis whether premature and term children presenting with similar symptoms were equally likely to be hospitalized.
Premature children exhibited longer stays in the hospital, more frequent and longer stays in the ICU and more frequent and longer administration of supplemental oxygen than term children; even after adjusting for the admission diagnosis, the differences remain significant (P\0.001). In fact, the risk of an ICU stay was 2.8 times higher in premature than term children after adjusting for admission diagnosis. Furthermore, decreasing GA at birth was found to increase risk for ICU [15, 21] . The strength of this study is that it investigates a large multinational cohort of children from a geographical area that has not been previously well characterized. However, this study has several key limitations. We 
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